DNA binding induces the unfolding of inhibitory helix 1 (HI-1) in the Ets-1 human transcription factor. To investigate the local interactions that stabilize HI-1 in the apo state, we performed simulations of various Ets-1 constructs. Our results show that the HI-2 and H4 helices stabilize the helical state of HI-1 through specific residue-residue contacts and macrodipolar interactions. The importance of these contacts was verified by simulations on Ets-1 mutants. Our calculations indicate the importance of local interactions for the stability of the HI-1 helix in the apo protein.
